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In the Claims: 



Amend Claim 1 with the clean version provided immediately below to read as 



follows: 



1 . (amended) A method for achieving a therapeutic effect in a 
mammal in need thereof which comprises administering to said mammal 
amounts of at least two therapeutic agents selected/from a group consisting of: 

a) a prenyl-protein transferase inhibitor and 

b) an antineoplastic agent which is a mrcrotubule-stabilizing agent; 



wherein the therapeutic effect is the treatment of cancer whose growth is 
inhibited by the administration of the prenyl-protein transferase inhibitor and 
the antineoplastic agent. 

^Amend Claim 2 with the clean versioaprovided immediately below to read as 
follows:^ 

2. (amended) Trie metKod^according to Claim 1 wherein an 
amount of a prenyl-protein transferase inhibitor and an amount of a 
microtubule-stabilizing agent are administered simultaneously. 

(Amend Claim 3 w^h the clean version provided immediately below to read as 
follows*^ 

3. (amended) The method according to Claim 1 wherein an 
amount of a microtubule-stabilizing agent and an amount of a prenyl-protein 
transferase inhibitor are administered consecutively. 

Cancel Claims 4-8;'without prejudice. 
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Amend Claim 9 with the clean version provided immediately below to read as 
follows: 

9. (amended) The method according to Claim 1 wherein the 
antineoplastic agent is selected from: paclitaxel, epothilone A, epothilone B, 
desoxyepothilone A and desoxy epothilone B. 

^Amend Claim 10 with the clean version provided immediately below to read as 
follows: ) 

10. (amended) The method according to Claim 1 wherein the 
prenyl-protein transferase inhibitor is selected from: 

2(S)-Butyl- 1 -(2,3-diaminoprop- 1 /yl)- 1 -( 1 -naphthoyl)piperazine; 

1 -(3 - Amino-2-(2-naphthylmetl]ylamino)prop- 1 -y l)-2(S)-butyl-4-( 1 - 
naphthoyl)piperazine; 




2(S)-Butyl- 1 - { 5-[ 1 -(2-naph^hyli/iethyl)]-4,5-dihydroimidazol } methyl-4-( 1 - 
naphthoyl)piperazine; 

1 -[5-( 1 -Benzylimidazol)rAethyl]-l{^)-butyl-4-( 1 -naphthoyl)piperazine; 

1 - { 5-[ 1 -(4-nitrobenzyl)/imidazolylmethyl } -2(S)-butyl-4-( 1 - 
naphthoyl)piperazine ; , 

1 -(3- Acetamidomethylthio-2(R)-aminoprop- 1 -yl)-2(S)-butyl-4-( 1 - 
naphthoyl)piperazine; 

2(S)-Butyl- 1 -[2-( y-imidazolyl)ethyl]sulfonyl-4-( 1 -naphthoyl)piperazine; 
2(R)-Butyl- 1 -irradazolyl-4-methyl-4-( 1 -naphthoyl)piperazine; 
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2(S)-Butyl-4-( 1 -naphthoyl)- 1 -(3-pyridylmethyl)piperazine; 

l-2(S)-butyl-(2(R)-(4-nitrobenzyl)amino-3-hy4roxypropyl)-4-(l- 
naphthoy l)piperazine ; 

l-(2(R)-Amino-3-hydroxyheptadecyl)-2(S)/butyl-4-(l-naphthoyl)-piperazine; 

2(S )-Benzyl- 1 -imidazolyl-4-methyl-4-( 1 -naphthoyl)piperazine; 

1 -(2(R)- Amino-3 -(3 -benzylthio)propy l/-2(S)-butyl-4-( 1 -naphthoyl)piperazine 



l-(2(R)-Amino-3-[3-(4-nitrobenzyltji{io)propyl])-2(S)-butyl-4-(l- 
naphthoy l)piperazine ; 

2(S)-Butyl- 1 -[(4-imidazolyl)ethyl/]'-4-( 1 -r/aprfthoyl)piperazine; 



2(S)-Butyl-l-[(4-imidazolyl)methyl]-4-((l-naphJnoyl)piperazine; 

2(S)-Butyl- 1 -[( 1 -naphth-2-ylmethyl)- 1 H-imidazol-5-yl)acetyl]-4-( 1 - 
naphthoy l)piperazine ; 

2(S)-Butyl- 1 -[( 1 -naphth-2-yimethyl)- 1 H-imidazol-5-yl)ethyl]-4-( 1 ■ 
naphthoy l)piperazine ; 

1-(2(R)- Amino-3 -hydroypropyl)-2(S)-butyl-4-(l-naphthoyl)piperazine; 

/ 

l-(2(R)-Amino-4-hydroxybutyl)-2(S)-butyl-4-(l-naphthoyl)piperaz^ 

l-(2-Amino-3-(2-benzyloxyphenyl)propyl)-2(S)-butyl-4-(l- 
naphthoyl)piperazine;/ 
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l-(2-Amino-3-(2-hydroxyphenyl)propyl)-2(jS)-butyl-4-(l- 
naphthoyl)piperazine; 

l-[3-(4-imidazolyl)propyl]-2(S)-butyl-4-/l-naphthoyl)-pipera 

2(S)-fl-Butyl-4-(23-dimethylphenyl)^ 
one; 

2(S)-n-Butyl- 1 - [ 1 -(4-cyanobenzyl)^nidazol-5-ylmethyl]-4-(2,3- 
dimethylphenyl)piperazin-5-one; 

1 -[ 1 -(4-Cyanobenzyl)imidazol-5-ylmethyl]-4-(23-dimethylphenyl)-2(S)- 
(2-methoxyethyl)piperazin-5 -one ; 

2(S)-n-Butyl-4-( 1 -naphthoyl)- -/iaphthylmethyl)imidazol-5-ylmethyl]- 
piperazine; 

2(S)-n-Butyl-4-( 1 -naphthoyl)- 1 -[ l( : (2 :: ^hthylmethyl)imidazol-5-ylmethyl]- 
piperazine; 

2(S)-n-Butyl- 1 -[ 1 -(4-cyanobenzyl)imidazol-5-ylmethyl]-4-( 1 - 
naphthoyl)piperazine;/ 

2(S)-n-Butyl- 1 -[ 1 -(4 / imethoxybenzyl)imidazol-5-ylmethyl]-4-( 1 - 
naphthoyl)piperazin'e; 

2(S)-n-Butyl- 1 -[ 1 7 /3-methyl-2-butenyl)imidazol-5-ylmethyl]-4-( 1 - 
naphthoyl)pipera^ine; 

2(S)-n-Butyl- 1 -|/-(4-fluorobenzyl)imidazol-5-ylmethyl]-4-( 1 - 
naphthoyl)piperazine; 
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2(S)-M-Butyl- 1 - [ 1 -(4-chlorobenzyl)imidazol-5-ylmethyl]-4-( 1 - 
naphthoyl)piperazine; / 

1 -[ 1 -(4-Bromobenzyl)imidazol-5-ylmethyl]-^S)-n-butyl-4-( 1 - 
naphthoyl)piperazine; / 

2(S)-n-Butyl-4-( 1 -naphthoyl)- 1 - [ 1 -(4-trifluoromethylbenzyl)imidazol- 
5-ylmethyl]-piperazine; / 

2(S)-n-Butyl- 1 -[ 1 -(4-methylbenzyl)iimdazol-5-ylmethyl]-4-(l-naphthoyl)- 
piperazine; / 

2(S)-n-Butyl- 1 - [ 1 -(3-methylbenz/l)imidazol-5-ylmethyl]-4-( 1 -naphthoyl)- 
piperazine; / 

1 -[ 1 -(4-Phenylbenzy l)imidazdl-5 -ylpe/hy l]-2(S)-n-butyl-4-(l-naphthoyl)- 
piperazine; / / 

2(S)-n-Butyl-4-(l-naphth^ 
piperazine; / 

2(S)-n-Butyl-4-(l -naphthoyl)- 1-[1 -(4-trifluoromethoxy)imidazol-5- 
ylmethyl]piperazine; / 

1 - { [ 1 -(4-cyanoben^yl)- 1 H-imidazol-5-yl]acetyl } -2(S)-n-butyl-4-( 1 - 
naphthoyl)piperazine; 

(S)- 1 -(3-Chlorophenyl)-4-[ 1 -(4-cyanobenzyl)-5-imidazolylmethyl]-5-[2- 
(methanesulfonyl)ethyl]-2-piperazinone; 
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(S)- 1 -(3-Chlorophenyl)-44 H 
(ethanesulfonyl)ethyl]-2-piperazinone; 

(R)-l<3-Chlorophenyl)-4-[l-(4-cyanobenz/l)-5-imidazolylmethyl]-5-[2- 
(ethanesulfonyl)methyl]-2-piperazinone; 

(S)- 1 -(3-Chlorophenyl)-4-[ 1 -(4-cyanobe/zyl)-5-imidazolylmethyl]-5-[N-ethyl- 
2-acetamido] -2 -piperazinone ; 

(±)-5-(2-Butynyl)- 1 -(3-chlorophenyl)/4-[ 1 -(4-cyanobenzyl)-5- 
imidazolylmethyl]-2-piperazinone; 

1 -(3 -Chlorophenyl)-4- [ 1 -(4-cy anob y enzyl)-5 -imidazolylmethy 1] -2- 
piperazinone; 

5(S)-Butyl-4-[l-(4-cyanoben^ 
dimethylphenyl)-piperazin-2-onc; 

4-[ 1 -(2-(4-Cyanophenyl)-2-pn^ 1 -(3-chlorophenyl)- 

5(S)-(2-methylsulfonylethyl)Diperazm-2- 

5(S)-n-Butyl-4-[l-(4-cyanol^enzyl)-5-imidazolylmethyl]-l^ 
methylphenyl)piperazin-2-qne; 



4-[ 1 -(4-Cyanobenzyl)-5-imidazolylmethyl]-5(S)-(2-fluoroethyl)- 1 -(3- 
chlorophenyl)piperazin-2rone; 



4-[3-(4-Cyanobenzyl)pyKdin-4-yl]-l-(3-chlorophenyl)-5(S)-(2- 
methylsulfonylethyl)-piperazin-2-one; 

4-[5-(4-Cyanobenzyl)/l -imidazolylethyl]- 1 -(3-chlorophenyl)piperazin- 
2-one; / 

2(S)-[2(S)-[2(R)-An)lno-3-mercapto]propylamino-3(S)-methyl]- 
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pentyloxy-3-phenylpropionyl-homoserine lactone, 

2(S)42(S)-[2(R)-Amino-3-mercapto]prop/lamino-3(S)-methyl]pentyloxy-3- 
phenylpropionyl-homoserine, / 

2(S)42(S)-[2(R)-Aidno-3-mercapto]p^pylamino-3(S)-methyl]pentyloxy-2- 
methy 1 -3-phenylpropionyl-homoserine lactone, 

2(S)-[2(S)-[2(R)-Amino-3-mercaptoipropylamino-3(S)-methyl]pentyloxy-2- 
methyl-3-phenylpropionyl-homosemne, 

2(S )- [2(S )- [2(R)- Amino-3 -mercapto)propylamino-3 (S)-methy l]penty loxy-4- 
pentenoyl-homoserine lactone, / 

2(S)^2(S)-[2(R)-Amino-3-merG4pto]p^ylamino-3(S)-methyl]-pentyloxy-4- 
pentenoyl-homoserine, / / 

2(S)-[2(S)42(R)-Airano-3-n^rcaptonprop^mino-3(S)- 
methyl]pentyloxypentanoyl-homoserkie^actone, 

2(S)-[2(S)-[2(R)-Amino-3^niercapto]propylaniino-3(S)- 
methyl]pentyloxypentanoyl-homoserine, 

2(S)42(S)-[2(R)-Amino-B-mercapto]propylamino-3(S)-methyl]5- pentyloxy- 
4-methylpentanoyl-homoserine lactone, 

2(S)^2(S)-[2(R)-Amin/)-3-mercapto]propylamino-3(S)-methyl]pentyloxy-4- 
methylpentanoyl-homoserine, 

2(S)42(S)-[2(R)-Am/no-3-mercaptolpropylamino-3(S)-methyllpentyloxy-3- 
methylbutanoyl-homoserine lactone, 
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2(SM2(SM2(R)-Armno-3-merc^^ 
methylbutanoyl-homoserine, 

2(S)-[2(S)-[2(R)-Amino-3-mercapto^ 
phenylbutanoyl-homoserine lactone, 

2(S)42(S)-[2(R)-Amino-3-mercapto]pro^lamino-3(S)-methyl]- 
pentyloxy-3-phenylbutanoyl-homoserine( 

2(S)42(S)-[2(R)-Amino-3-mercapto]p/opylamino-3(S)-methyl]pe 
methyl-3-phenylpropionyl-homoserine lactone, 

2(SM2(S)-[2(R)-Antino-3-mercapto^ 
methyl-3-phenylpropionyl-homoserine, 



e^ir 



2(SM2(SM2(R)-Aimno-3-merca^ 
2-methyl-3-phenylpropionyl-homoserine lactm/e, 




2(S)^2(S)42(R)-Amino-3-mer^pto]propylamino-3(S)-methyl]- 
pentylsulfonyl-2-methyl-3-phenylpropionyl-homoserine, 

2(S)-[2(S)-[2(R)-Amino-3-mX 
pentyloxy-3-phenylpropiony/-methionine methyl ester, 

2(S)-[2(S)-[2(R)-Amino-3-mercapto]propylamino-3(S)-m 
phenylpropionyl-methionije, 

2(S)-[2(S)-[2(R)-Arrdno-3-mercapto]propylamino-3(S)-methyl]pentyloxy-3- 
phenylpropionyl-methionine sulfone methyl ester, 

2(S)-[2(S)-[2(R)-Arnino-3-mercapto]propylamino-3(S)-methyl]pentyloxy-3- 
phenylpropionyl-methionine sulfone (Compound A), 
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2(S)-[2(S)42(R)-Amino-3-mercapto]propylamitio-3(S)-methyl]- 
pentyloxy-3-phenylpropionyl-methionine sulfone isopropyl ester, 

2-(S)42(S)-[2(R)-Airdno-3-mercapto]propyL&mino-3(S)-methyl]- 
pentyloxy-3-naphth-2-yl-propionyt-methionine sulfone methyl ester, 

2<S)-[2(S)42(R)-Amino-3-mercapto]pr(^ylamino-3(S)-methyl]- 
penty loxy-3 -naphth-2-y 1-propiony I-metnionine sulfone, 

2-(S)-[2(S)42(R)-Amino-3-mercapto]propylamino-3(S)-methyl]pentyloxy-3- 
naphth-l-yl-propionyl-methionine sudfone methyl ester, 

2-(S)42(S)42(R)-Arnino-3-mercapto]propylarnino-3(S)-methyl]pentyloxy-3- 
naphth- 1 -yl-propionyl-methionine/ sulfone, 

2-(S)42(S)42(R)-Amino-3-mereapto]pr/p/larnino-3(S)-methyllpentyloxy-3- 
methybutanoyl-methionine methyl esteil 

2-(S)-[2(S)-[2(R)-Amino-3-r^ercapto]p^y^mino-3(S)-methyl]pentyloxy-3- 
methybutanoyl-methionine,, 

Disulphide of 2(S)-[2(S)-|E(R)-Amino-3-mercapto]propylamino- 
3 (S)methy l]penty loxy-3 -pheny lpropiony 1-homoserine lactone , 

Disulphide of 2(S)-[2(S/)-[2(R)-Amino-3-mercapto]propylamino-3(S)- 
methyl]pentyloxy-3-phenylpropionyI-homoserine, 



Disulphide of 2(S)-[2(S)-[2(R)-Amino-3-mercapto]propylamino- 
3(S)methyl]pentylox<y-3-methylbutanoyl-methionine methyl ester 

l-(4-Biphenylmethyl)-5-(4-cyanobenzyl)imidazole 
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l-(4-Cyanobenzyl)-5-(4 -phenyl 

l-(2 , -Trifluoromethyl-4-biphenylmethyl)-5-0-cyanobenzyl)inu 

l-(4-Biphenylethyl)-5-(4-cyanobenzyl)imidazole 

l-(2'-Bromo-4-biphenylmethyl)-5-(4-cy^obenzyl)imidazole 

l-(2 , -Methyl-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 

l-(2-Trifluoromethoxy-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 
l-(4-(3',5 -dichloro)-biphenylmethyll(-5-(4-eyanobenzyl) imidazole 

1 -(2'-Methoxy-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 

1 -(2'-Chloro-4-biphenylm imidazole 

1 -(2-Chloro-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 

l-(3-Chloro-4-biphenylmethyl]-5-(4-cyanab€^izyl) imidazole 

l-(4-(3\5'-Bis-trifluoromethyI)-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 

l-(2 -Trifluoromethyl-4-bip/ienylmethyl)-5-(4-cyanobenzyl)-4- 
methylimidazole 

l-(4-Biphenylmethyl)-5-^-cyanophenyloxy)-imidazole 
5-(4-Cyanophenyloxy)-i-(2'-methyl-4-biphenylmethyl)-imidazole 
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5-(4-Biphenyloxy)-l-(4-cyanobenzyl)-imiaazole 

5-(2'-Methyl-4-biphenoxy)- 1 -(4-cyanobenzyl)-imidazole 

5-(4-(3 ',5 '-dichloro)bipheny lmethyl)- 1 -/4-cyanobenzyl)imidazole 

1 -(4-biphenylmethyl)-5-( 1 -(R,S)-acet6xy- 1 -(4-cyanophenyl)methylimidazole 

1 -(4-Biphenylmethyl)-5-( 1 -(R,S)-hyaroxy- 1 -(4-cyanophenyl) methylimidazole 

1 -(4-Biphenylmethyl)-5-( 1 -(R,S)/amino- 1 -(4-cyanophenyl) methylimidazole 

1 -(4-biphenylmethyl)-5-( 1 -(R^-mettfoKy- 1 -(4-cyanophenyl)-methylimidazole 

l-(4-Cyanobenzyl)-5-( 1 -hydroxy-! -(4-biphenyl)-methyl imidazole 

1 -(4-Cyanobenzyl)-5-( 1 -ox/o- 1 -(4-Diphenyl)-methyl imidazole 

1 -(4-Cyanobenzyl)-5-( 1 -Hydroxy- 1 -(3-fluoro-4-biphenyl)-methyl)- imidazole 

1 -(4-Cyanobenzyl)-5-( y-hydroxy- 1 -(3-biphenyl)methyl-imidazole 

5 -(2- [ 1 , 1 -Biphenyl] vinylene)- 1 -(4-cyanobenzy l)imidazole 

l-[N-(l-(4-cyanobenzyl)-5-imidazolylmethyl)amino]-3-methoxy-4- 
phenylbenzene / 

l-(4-Biphenylmethyl)-5-(4-bromophenyloxy)-imidazole 
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1 -(3 '-Methyl-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 
1 -(4 -Methyl-4-biphenylmethyl)-5-(4-cyanooenzyl) imidazole 
l-(3'-Trifluoromethyl-4-biphenylmethyl)o-(4-cyanobenzyl) imidazole 

1 -(4 , -Trifluoromethyl-4-biphenylmetlwl)-5-(4-cyanobenzyl) imidazole 

1 -(3 -Chloro-4-biphenylmethyl)-5-/4-cyanobenzyl) imidazole 
l-(4-Chloro-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 
1 -(2 ' 3 ' -Dichloro-4-biphenyli^ imidazole 
l-(2 ? 4'-Dichloro-4-biphenylmethyl)-5/(4-cyanobenzyl) imidazole 
l-(2'5' -Dichloro-4-biphen Vlmethyl)-5 -(4-cy^rfobenzyl) imidazole 
1 -(3 ' -Trifluoromethoxy-4-biphenylmethyl)-5 -(4-cyanobenzyl) imidazole 

1 -(2 ' -Fluoro-4-biphen vlmethy l)-5 -(4-cyanobenzyl) imidazole 

1 -(4-(2 ' -Trifluorome^ 
cyanobenzyl) imidazole 

1 - { 1 -(4-(2 f -trifluoyomethylphenyl)phenyl)ethyl } -5 -(4-cyanobenzyl) 
imidazole 
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l-(2-Trifluoromethyl-4-biphenylpropyl)-5-(4-cyanobenzyl) imidazole 

l-(2-N-t-Butoxycarbonylamino-4-biphenylm9thyl)-5-(4-cyanobenzyl) 
imidazole 

l-(2-Aminomethyl-4-biphenylmethyl)-5-(Y-cyanobenzyl) imidazole 
l-(2'-Acetylaminomethyl-4-biphenylmetnyl)-5-(4-cyanobenzyl) imidazole 



l-(2'-Methylsulfonylaminomethyl-4-^iphenylmethyl)-5-(4-cyanobenzyl) 
imidazole 

l-(2'-Ethylaminomethyl-4-bipheny/methyl)-5-(4-cyanobenzyl) imidazole 



l-(2'-Phenylairiinomethyl-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 




1^2-Glycinylaminomethyl-4/biphenylrliemyl)-5-(4-cyanobenzyl) 
imidazole 

l-(2-Methyl-4-biphenylme / thyl)-2-chloro-5-(4-cyanobenzyl) imidazole 
l-(2'-Methyl-4-biphenylmethyl)- 4-chloro 5-(4-cyanobenzyl) imidazole 

l-(3'-Chloro-2-methyl/4-biphenylmethyl)-4-(4-cyanobenzyl)imidazole 
l-(3 -Chloro-2-methyl-4-biphenylmethyl)-5-(4-cyanobenzyl)imidazole 
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1 -(3 -Trifluoromethyl-2-methyl-4-biphenylmethyl)-4-(4-cyanobenzyl) 
imidazole 

1 -(3 -Trifluoromethyl-2-m^ 
cyanobenzyl)imidazole 

1 -(3 -Methoxy-2-methyl-4-b^ 



l-(2 , -Chloro-4'-fluoro-4-biphenylm^hyl)-5-(4-cyanobenzyl)imi 

l-(2'-Ethyl-4-biphenylmethyl)-5-(4-cyanobenzyl)imidazole 

l-(2H2-Propyl)-4-biphenylmet^ 

l-(2'-(2-Methyl-2-propyl)-4-b/phenylmethyl)-5-(4-cyanob^ 
l-(2'-Ethyl-4-biphenylmet^ 



1 - [ 1 -(4-Cyanobenzyl)ii^idazol-5 -ylmethoxy] -4-(2'-methylphenyl)-2-(3-N- 
phthalimido- 1 -propyl)benzene 

1 -(3 \5 5 -Ditrifluorom/hyl-2-methyl-^ 
cyanobenzyl)imidazole 

l-(3\5 5 -Chloro-2-methyl-4-biphenylmethyl)-5-(4-cyanobenzyl)iim 



l-(3\5'-Dimetlwl-2-methyl-4-biphenylmethyl)-5-(4-cyanobenzyl)im 
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l-(3-(N-Boc-aiitinomethyl)-4-biphenylme 
imidazole / 

l-(3-Aminomethyl-4-biphenylmethyl^^ 

1- (4-Cyanobenzyl)-2-methyl-5-(2'-methvlbiphenyl-4-yloxy)iim 

5 -(4-Cyanobenzyl)- 1 -(3 -cyano-2 5 -trifmoromethylbipheny 1-4-ylmethyl)- 
imidazole / 

2- Amino-5-(biphenyl-4-ylmethyl)y-(4-cyanobenzyl)imidazole 

2- Amino- 1 -(biphenyl-4-ylmethy l/)-5-(4-cyanobenzyl)imidazole 
l-(3-Butylbiphenyl-4-ylmethyy-5-(4-cyanobenzyl)4rru 
l-(3-Propylbiphenyl-4-ylmetnyl)-5^ 
l-(4-Biphenylmethyl)-4-(4yfcyanolre^ 

l-(4-Cyanobenzyl)-5-[(3yhuoro-4-biphenyl)methyl]imidazole 
1 -(4-Cyanobenzyl)-5-[ y-(4-biphenyl)- 1 -hydroxy]ethyl-2-methylimidazole 
l-(4-Cyanobenzyl)-5-/4-biphenylmethyl)-2-methylimidazole 



1 -(4-Cyanobenzyl)-S-[ 1 -(4-biphenyl)]ethyl-2-methyl imidazole 
l-(4-Cyanobenzyl/5-[l-(4-biphenyl)]vinylidene-2-methylimidazole and 
l-(4-Cyanobenzyl)-5-[2-(4-biphenyl)]vinylene-2-methylimidazole 
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l-(4-[Pyrid-2-yl]phenylmethyl)-5-(4-cyanobenzyWimid^ 
1 -(4-[3-Methylpyrazin-2-yl]p^ 

1 -(4-(Pyrimidinyl-5 -yl)phenylmethyl)-5 -(4-c Vanobenzyl)imidazole 

l-(2-Phenylpyrid-5-ylmethyl)-5-(4-cyanobenzyl)imidazole 

1 -(2-Phenyl-N-Oxopyrid-5 -ylmethyl)-5 -j^4-cyanobenzyl)imidazole 

l-(3-Phenylpyrid-6-ylmethyl)-5-(4-cypobenzyl)imidazole 

l-(3-Phenyl-N-Oxopyrid-6-ylmethyp-5-(4-cyanobenzyl)imidazole 

H2-(3-Trifluoromethoxypta 
cyanobenzyl)imidazole 




l-(2-(2-Trifluoromethylphenyiy-pyrid-5-y^ 
cyanobenzyl)imidazole 

l-(3-Phenyl-2-Chloropyrid-6-ylmethyl)-5-(4-cyanobenzyl)imidazo 
l-(3-Phenyl-4-chloropyri^^ 
l-(2-Amino-3-phenylpyrid-6-ylmethyl)-5-(4-cyan 
l-(2-[Pyrid-2-yl]pyrid-5-ylmethyl)-5-(4-cyanobenzyl)imidazole 

N- { 1 -(4-Cyanobenzyl^- 1 H-imidazol-5-yl)methyl } -5-(pyrid-2-yl)-2-amino- 
pyrimidine 

Af,A^&/s(4-Imidazole/nethyO^ 
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MA^-few(4-IiTddazolemethyl)aiTdno-44(3-carboxyph<5nyl)oxy]benzene 

MA^-^/5'(4-Imidazolemethyl)amino-3-[(3-carbomemoxyphenyl)-oxy]benzene 

A^A^-&w(4-Imidazolemethyl)amino-4-[(3-carbomethoxyphenyl)-oxy]benzene 

A^-(4-Imidazolemethyl)-A^-(4-nitrobenzyl)ami/omethyl-3-[(3- 
carboxyphenyl)oxy]benzene 

A^-(4-Imidazolemethyl)-A^-(4-nitrobenzyl) / a / minomethyl-3-[(3- 
carbomethoxyphenyl)oxy]benzene 

N-(4-Imidazolemethyl)-A^-(4-nitrobenzyl)ammt|-3-(phenoxy)benzene 
N-(4Jmidazolemethyl)-A^-(4-nitrobe/zyl)amno-4-(phenoxy 
AK4-Imidazolemethyl)-AK4-niti^^ 

N-B uty \-N- [ 1 -(4-cy anobenzy l)-§ -imidazolemethy 1] amino-4-(phenoxy )benzene 

M- [ i -(4-Cyanobenzy l)-5 -imidazolemethy 1] amino-4-(phenoxy )benzene 

yV-(4-Imidazolemethyl)amino-3-[(3-carboxyphenyl)oxy]benzene 

l-[N-(l-(4-cyanobenzyl)75-imidazolylmethyl)-N-(4-cyanobenzyl)amino]-4- 
(phenoxy)benzene / 

(±)-4-[(4-imidazolylmethyl)amino]pentyl- 1 -(phenoxy)benzene 

l-[(N-(l-(4-cyanobe^zyl)-5-imidazolylmethyl)-N-(n-butyl)amino)methyl]-4- 
(phenoxy)benzene 
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4-[N-(l-(4-cyanobenzyl)-5-imidazolylmethW)-N-(n-butyl)aim . . 

(phenylthio)benzene / 

(±)-4-[N-(l-(4-cyanobenzyl)-4-^ 
(phenylsulfinyl)benzene / 

34N-(4-imidazolylmethyl)-N-(n-butyl)amino]-N-(phenyl)benze^ 
and / 

1 - [N-( 1 -(4-cy anobenzyl)-5 -imidazolylmethyl)amino] -3 -methoxy-4- 
phenylbenzene / 

4- { 3^4-(-2-Oxo-2-H-pyridin Y"yl)benzyl]-3-H-imidazol-4- 
ylmethyljbenzonitrile / 

4- { 344-3-Methyl-2-oxo-2-H-pyridlri- /-yl)benzyl]-3-H-imidazol-4- 
ylmethyl]benzonitrile / / 

4- { 3- [4-(-2-Oxo-piperidin- 1 -ylpenzylj kKH4midazol-4-ylmethyl]benzonitrile 

4- { 3-[3-Methyl-4-(2-oxopiperidin- 1 -yl)-benzyl]-3-H-imidizol-4-ylmethyl } - 
benzonitrile / 

(4- { 3-[4-(2-Oxo-py/rolidin- 1 -yl)-benzyl]-3H-imidizol-4-ylmethyl } - 
benzonitrile / 

4- { 3-[4-(3-Methw-2-oxo-2-H-pyrazin- 1 -yl)-benzyl-3-H-imidizol-4-ylmethyl } - 
benzonitrile / 

4-{3-[2-Methoxy4<2-oxo-2-H-pyridin-l-yl)-benzyl]-3-H-imidizo / 
ylmethyl } -benzonitrile 
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4- { 1 -[4-(5-Chloro-2-oxo-2H-pyridin- 1 -yl)-bei/zyl]- 1 H-pyrrol-2-ylmethyl } ■ 
benzonitrile 

4-[ 1 -(2-Oxo-2H-[ 1 ,2]bipyridinyl-5 -ylmetjfyl)- 1 H-pyrrol-2-ylmethyl]- 
benzonitrile 

4-[ 1 -(5-Chloro-2-oxo-2H-[ 1 ,21bipyric)/nyl-5 -ylmethyl)- 1 H-pyrrol-2- 
ylmethylj-benzonitrile 



4-[3-(2-Oxo-l -phenyl- l,2-dihydropyridin-4-ylmethyl)-3H-imidazol-4- 
ylmethyl]benzonitrile 

4-{3-[l-(3-Chloro-phenyl)-2Wo-l,2-(|4/dropyridm 
imidazol-4-ylmethy 1 } benzonitrile 



or a pharmaceutical^ accep/able salt 




or optical isomer thereof. 



follows 



( Amend Claim 1 1 with /he clean version provided immediately below to read as 

v t 



11. (amended) The method according to Claim 1 wherein the 



3 



prenyl-protein transferase inhibitor is selected from: 



)-Ai4 



2(S)-[2(S)-[2(R)-Amino-3-mercapto]-propylamino- 
3(S)-methyl]-pentyloxy-3-phenylpropionyl-methionine sulfone 
isopropyl ester (Compound A) 



HS 



HoN 




o 2 s N 
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l-(3-Chlorophenyl)-4-[l-(4-cyanob^zyl)-54midazolylmethyl]-2- 
piperazinone; 




5 -imidazoly lmethy 1] -5 - [2- 



(R)-l-(3-Chlorophenyl)-4-[l-(4^yano 
(ethanesulfonyl)methyl]-2-piperazino 



441-(5-Chloro-2-oxo-2H-[l/2]bipyridinyl-5'-y^ 
ylmethyl]-benzonitrile and/ 

1 - [N-( 1 -(4-cy anobenzy Y/-5 -imidazoly lmethy l)-N-(4-cy anobenzy l)amino] -4- 
(phenoxy)benzene 

or a pharmaceutical!/ acceptable salt, disulfide or optical isomer thereof 

(Amend Claim 12 with the clean version provided immediately below to read as 
follows:^ 

12. (amended) The method according to Claim 1 wherein the 
antineoplastic agent is paclitaxel and the prenyl-protein transferase inhibitor is 
2(S)-[2(S)-[2(R)-Amino-3-mercapto]-propylamino- 
3(S)-methyl]-pentyloxy-3-phenylpropionyl-methionine sulfone 
isopropyl ester (Compound A) 
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Cancel Claims 13-2(^without prejudice. 



Amend Claim 27 with the clean version provided immediately below to read as 
follows: 

27. (amended) A pharmaceutical composition comprising an 
1 5 amount of a prenyl-protein transferasmiinibitor and an amount of an 

antineoplastic agent which is a micratuQule4tabilizing agent, the composition 
which is effective for treating cancg/r in a mammal in need thereof 

Cancel Claims 28-29, without prejudice. 

/ 

Amend Claim 31 with the clean version provided immediately below to read as 
follows: 

31. A method of preparing a tAiaiiiaceutical composition which 
comprises mixing an amount of a prenyl-proteir^transferase inhibitor and an 
amount of an antineoplastic agent which /s a microtubule-stabilizing agent. 

Cancel Claims 32/\vithout prejudice. 

Add new Claim 33, the clean version provided immediately below to read as follows: 
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33. The method according to Claim 1 ^herein the antineoplastic 
agent is paclitaxel. 

new Claim 34, the clean version provided imm^cl)&tely below to read as followsp 



34. A method for treating cancer i 
which comprises administering to said mamma 




al in need thereof 
hts of: 



a) a prenyl-protein transferase inhibitor which is selected from a 
compound represented by formula (Il-a) through (II-c): 
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or a pharmaceutically acceptable salt thereof, 

Rla and Rib are independently selected fjfom: 

a) hydrogen, 

b) aryl, heterocycle, C3-C10 cjfcloalkyl, C2-C6 alkenyl, C2-C6 
alkynyl, RlOO-, R 1 l S(0)J-, Rl0C(O)NRl0-, CN, NO2, 
(RlO)2N-C(NRlO)-, Rl0q(O)-, RlOOC(O)-, N3, -N(RlO)2, or 
RllOC(O)NRl0-, 

c) C1-C6 alkyl unsubstituted or substituted by aryl, heterocyclyl, 
C3-C10 cycloalkyl, C2-G6 alkenyl, C2-C6 alkynyl, R^O-, 
R n S(0)m-, R 10 C(O)NRl0-, CN, (R10) 2 N-C(NR10)., r10c(O)- 
, RIOOC(O)-, N3, -N(RM0)2, or Rl lOC(O)-NRl0-; 

R2 and R3 are independently selected frefrn? H; unsubstituted or substituted Cl-8 
alkyl, unsubstituted or substituted C2-8/alkenyl, jansubstituted or substituted C2-8 
alkynyl, unsubstituted or substituted arjyl, unsjrostituted or substituted heterocycle, 

vr 



wherein the substituted group is substituted with one or more of: 

1) aryl or hetenocycle, unsubstituted or substituted with: 

a) Cl-4/alkyl, 

b) (CHi) p OR6 

c) (CH2) p NR6r7, 

d) halogen, 

2) C3-6 cycloalkyl, 

3) OR6, 

4) SR6, S(6)R6, SO2R 6 , 



Serial No. 09/445,054 
Case No. 19962YP 
Page 26 




Serial No. 09/445,054 
Case No. 19962YP 
Page 27 



R2 and R3 are attached to the same C atom and are combined to form - 
(CH2)u- wherein one of the carbon atom/ is optionally replaced by a moiety 

selected from: O, S(0) m , -NC(O)-, and /n(COR!0)- ; 

R4 and R^ are independently selected from H and CH3; and any two of R^, 
R3, r4 and R^ are optionally attached to the same carbon atom; 

R6 r7 and R 7a are independently selected from: H; Cl-4 alkyl, C3-6 
cycloalkyl, heterocycle, aryl, aroyl/heteroaroyl, arylsulfonyl, 
heteroarylsulfonyl, unsubstituted or substituted with: 

a) Cl-4 alkoxy, j 

b) aryl or heterocycle, 

c) halogen, 

d) HO, 

O 



t) — so 2 R i y 

g) N(Rl0)2,(or 



R6 and R 7 may be joined in a ring; 
R7 and R7a may be joined in a ring; 




R8 is independently selected from: 

a) hydrogen, / 

b) aryl, heterocycle, C3-C 10 cycloalkyl, C2-C6 alkenyl, C2-C6 
alkynyl, pferfluoroalkyl, F, CI, Br, RlOo-, Rl lS(0) m -, 
Rl0c(O)NRl0-, CN, N02, R 10 2N-C(NRlO)-, Rl0c(O)-, 
Rl0OC(<^)-, N3, -N(RlO)2, or Rl lOC(O)NRl0-, and 
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c) C1-C6 alkyl unsubstituted or substituted by aryl, heterocycle, C3- 
ClO cycloalkyl, C2-C6 alkentfl, C2-C6 alkynyl, perfluoroalkyl, F, 
CI, Br, RlOO-, RHS(O)m-,M 10 C(O)NH-, CN, H2N-C(NH)-, 
RlOc(O)-, RlOOC(O)-, m, -N(RlO) 2 , or Rl0oC(O)NH-; 

R9 is selected from: / 

a) hydrogen, / 

b) C2-C6 alkenyl, C2-C6 alkynyl, perfluoroalkyl, F, CI, Br, RlOO, 
R n S(0)m-, R 10 C(O)NRl0-, CN, N02, (RiOteN-C-tNRlO)-, 
r10c(O)-, RlOoC(O)-, N3, -N(RlO) 2 , or R* lOC(O)NRl0-, and 

c) C1-C6 alkyl unsubstituted or substituted by perfluoroalkyl, F, CI, 
Br, RlOO-, Rl l S(Oh m -, Rl0C(O)NRl0-, CN, (RlO)2N- 
C(NRlO)-, RlOc(O)-, RlOoC(O)-, N3, -N(RlO)2, or 
RllOC(O)NRl0-/ 

RlO is independently selected fromJWydrogen, C1-C6 alkyl, benzyl and aryl; 

Rl 1 is independently selected from Cl -Cf/alky 1 and aryl; 

Al and A2 are independently sellertedrrom: a bond, -CH=CH-, -C=C-, -C(O)- 
, -C(O)NRl0-, -NRlOC(©)-, O, -N(RlO)-, -S(0)2N(RlO)-, -N(Rl0)S(O)2-, or 
S(0) m ; / 

V is selected from: / 

a) hydrogen,/ 

b) heterocycle, 

c) aryl, / 

d) C1-C2O pkyl wherein from 0 to 4 carbon atoms are replaced with 
a a hetenoatom selected from O, S, and N, and 

e) C2-C20f alkenyl, 
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provided that V is not hydrogen if A 1 is S(0)m and V is not hydrogen if A* is 
a bond, n is 0 and is S(0)m; 

W is a heterocycle; 
X is -CH2-, -C(=0)-, or -S(=0)mS 

Y is aryl, heterocycle, unsubstituted/or substituted with one or more of: 

1) Cl-4 alkyl, unsuiostituted or substituted with: 
a) Cl-4 alko/xy, 

NR6R7, 

C3-6 cycfloalkyl, 
aryl or heterocycle, 
HO, 

-S(0)jR 6 , or 
-C(0)MR6r7, 

2) aryl or heterocycle, 

3) halogen, 

4) OR 6 ' 

5) NR6r7, 

6) CN, 

7) NO2, 

8) CF3; 

9) -S(0) m R ( | 

10) -C(0)NRPR7, or 

11) C3-C6 cVcloalkyl; 



b) 
c) 

d) 
e) 
f) 
g) 




m is 
n is 
p is 
r is 



0, 1 or 2; 
0, 1,2, 3 or 4; 
0, 1,2, 3 or 4; 
0 to 5, provided that r is 0 when V is hydrogen; 
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S is 
tis 
u is 



Oor 1; 
0 or 1 ; and 
4 or 5; 



with respect to formula (I 

(R 8 )r 



V-A 1 (CR 1a 2 ) n 



or a pharmaceutically acceptable salt thereof, 




R 3 R 4 



Rla, Rib RlO,Rll jrri5 R 



1, R3, R%7 p , R 7a u , R 8, A l f A 2, V , W, X, n, p, 



r, s, t and u are as defined above ywith respect to formula (Il-a); 
R4 is selected from H and CH3; 

and any two of R^, r3 and R4 are optionally attached to the same carbon 
atom; 

R9 is selected from: 

a) hydrogen, 

b) alkenyl, alkynyl, perfluoroalkyl, F, CI, Br, RlOO-, Rl lS(0) m -, 
Rl0c(O)NRld-, CN, NO2, (R!0)2N-C-(NRlO)-, RlOc(O)-, 
RlOoC(O)-, N^, -N(RlO) 2 , or Rl lOC(O)NRl0-, and 

c) C1-C6 alkyl un^ubstituted or substituted by perfluoroalkyl, F, CI, 
Br, RlOO, RllS(0) m -, R 10 C(O)NRl0-, CN, (RlO)2N- 
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C(NRlO)., RlOc(O)-, Rl?OC(0)-, N3, -N(RlO) 2 , or 

rHoc(0)nrio.; 



Gis 



H2 or O; 



Z is aryl, heteroaryl, arylmethyl, heteroarylmethyl, arylsulfonyl, 
heteroarylsulfonyl, unsubstituted ^r substituted with one or more of the 
following: 

1) Cl-4 alkyl, unsubstituted or substituted with: 
a) Cl-4alkoxy, 
NR6R7, 

C3-wcycloalkyl, 
aryl jor heterocycle, 



b) 
c) 

d) 
e) 
f) 
g) 



HO 



-S(b) m R 6 ,/or 
(0)NR6r7, 

2) aryl or Heterocycle 

3) halogep, 

4) OR6, 

5) NR6R/7, 

6) CN, / 

7) N02i 

8) CF3J 

9) -S(C|)mR 6 , 

10) -C((p)NR6R7, or 

11) C3-C6 cycloalkyl; 



with respect to formula (II-c): 



1 
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(R 8 )r 



V - A 1 (CR 1a 2 ) n A 2 (CR 1a 2 ) n \W 





or a pharmaceutically acceptable salt thereof, 

Rla Rib R 10, Rll, m , r2 ? r3, r6 r/7, p , u> R 7a R 8, A l, A^, V, W, X, n, r 
and t are as defined above with respect to formula (Il-a); 

R4 is selected from H and CH3; 

and any two of R^, r3 and R4 are 9ptionally attached to the same carbon 
atom; 

GisO; 

Z is aryl, heteroaryl, arylmethyl/ heteroarylmethyl, arylsulfonyl, 
heteroarylsulfonyl, unsubstitut^d or substituted with one or more of the 
following: 

1 ) C 1 -4 alkyU unsubstituted or substituted with: 

a) Ci-4 alkoxy, 

b) NR6R7, 

c) C3-6itycloalkyl, 

d) aryl pr heterocycle, 

e) HO,, 

f) -S(0) m R6, or 

g) -C(0)NR6r7, 

2) aryl ox heterocycle, 

3) halogen, 
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op 6. 


5) 


NR6R7, 


6) 


CN, j 


7) 


N02, / 


8) 


CF3; / 


9) 


-S(0) m R 6 , / 


10) 


-C(0)NR6r7 ,/or 


11) 


C3-C6 cycloalkyl; 



and 
s is 1; 
and 

b) an antineoplastic agent whi</lris a microtubule-stabilizing agent; 

wherein the cancer is a cancer whosjb growth is inhibited by the administration 
of the prenyl-protein transferase inhibitor and the antineoplastic agent. 

^Add new Claim 35, the clean version provided immediately below to read as follows^ 

35. The method/ according to Claim 34 wherein the prenyl-protein 
transferase inhibitor is: / 

l-(3-Chlorophenyl)-4-[l-(4-cyanobenzyl)-5-imidazolylmethyl]-2- 
piperazinone; / 

or a pharmaceutically acceptable salt thereof. 

^Add new Claim JB6, the clean version provided immediately below to read as follows^ 
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36. The method according to C/laim 34 wherein the microtubule- 
stabilizing agent is paclitaxel. 

^Add new Claim 37, the clean versiop provided immediately below to read as follows 

37. The method according jfo Claim 34 wherein the prenyl-protein 
transferase inhibitor is: 

l-(3-Chlorophenyl)-4-[l-(4-cyanqbenzyl)-5-imidazolylmethyl]-2- 
piperazinone; 

or a pharmaceutically acceptable salt/thereof; and 
wherein the microtubule-stabiMzing agepns paclitaxel. 

(Add new Claim 38, the clean version provided immediately below to read as follows 
38. A pharmaceutical composition comprising: 

a) an amount of a prenyl-protein transferase inhibitor which is selected 
from a compound represented by formula (Il-a) through (II-c): 
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or a pharmaceutically acceptable salt thfereof, 

Rla and Rib are independently selec/ed from: 

a) hydrogen, 

b) aryl, heterocycle, C3-Cyi0 cycloalkyl, C2-C6 alkenyl, C2-C6 
alkynyl, RlOO-, RHs/o) m -, R 10 C(O)NRl0-, CN, NO2, 
(RlO)2N-C(NRlO)-, ^IOC(O)-, RlOOC(O)-, N3, -N(RlO) 2 , or 

RllOC(O)NRl0-, 

c) C1-C6 alkyl unsubstituted or substituted by aryl, heterocyclyl, 

C3-C10 cycloalkyl/C2-C6 alkenyl, C2-C6 alkynyl, RlOO-, 

R l lS(0) m -, R 10 a(O)NRl0-, CN, (RlO)2N-C(NRlO)-, RlOC(O)- 

, RIOOC(O)-, N3/-N(RlO)2, or Rl lOC(O)-NRl0-; 



r2 and R3 are independently/selected from: H; unsubstituted or substituted Ci-8 
alkyl, unsubstituted or substituted Olfe alkenyl, unsubstituted or substituted C2-8 
alkynyl, unsubstituted or substituted aryl, unsubstituted or substituted heterocycle, 



6 D 7 



wherein the substituted group is substituted with one or more of: 

1) aryl or heterocycle, unsubstituted or substituted with: 

a) jC 1-4 alkyl, 

b) / (CH2) p OR6, 

c) / (CH2) p NR6r7, 

d) / halogen, 

2) C3J6 cycloalkyl, 

3) OF[6, 

4) SR6, S(0)R6, SO2R 6 , 
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R2 and R.3 are attached to the same C atom/and are combined to form - 
(CH2)u- wherein one of the carbon atoms is optionally replaced by a moiety 

selected from: O, S(0) m , -NC(O)-, and -WCORW)- ; 

R4 and are independently selected from H and CH3; and any two of R^, 
R3, r4 and R^ are optionally attached t© the same carbon atom; 

R6, R7 and R 7a are independently sele/cted from: H; Cl-4 alkyl, C3-6 
cycloalkyl, heterocycle, aryl, aroyl, heteroaroyl, arylsulfonyl, 
heteroarylsulfonyl, unsubstituted or substituted with: 

a) Cl-4 alkoxy, 

b) aryl or heterocycle, 

c) halogen, 

d) HO, 

,R 11 



e) 



V 

o 



f) — S0 2 R" 

g) N(RlO) 2 ; o^ 

R6 and R? may be joined in a/ ring; 
R7 and R7a may be joined in a ring; 




R8 is independently selectep from: 

a) hydrogen, 

b) aryl, heterocyile, C3-C10 cycloalkyl, C2-C6 alkenyl, C2-C6 
alkynyl, perflioroalkyl, F, CI, Br, RlOO-, RllS(0) m -, 
Rl0C(O)NR]0-, CN, N02, R 10 2N-C(NRlO)-, Rl0c(O)-, 
Rl0OC(O)-,N3, -N(RlO)2, or RHOC(O)NRl0-, and 
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c) C1-C6 alkyl unsubstituted or substituted by aryl, heterocycle, C3- 
ClO cycloalkyl, C2-C6 alkentfl, C2-C6 alkynyl, perfluoroalkyl, F, 
CI, Br, RlOO-, RllS(0) m -, R 10 C(O)NH-, CN, H2N-C(NH)-, 
r10c(O)-, RlOOC(O)-, N3/ -N(RlO) 2 , or r10qC(O)NH-; 



R9 is selected from: 

a) hydrogen, 

b) C2-C6 alkenyl, C2-C6 al^ynyl, perfluoroalkyl, F, CI, Br, RlOO-, 
R U S(0)m-, R 10 C(O)NRl0-, CN, NO2, (R 1 0)2N-C-(NRlO)-, 
RlOC(O)-, RIOOC(O)/, N3, -N(RlO)2, or Rl 1oC(O)NR10_, and 

c) C1-C6 alkyl unsubstituted or substituted by perfluoroalkyl, F, CI, 
Br, RlOO-, RllS(0)ir, R 10 C(O)NRl0-, CN, (RlO) 2 N- 
C(NRlO)-, RlOc(O)/, RIOOC(O)-, N3, -N(RlO) 2 , or 
r11OC(O)NR10- ; 

Rl 1 is independently selected/ from/Cl-C6 alkyl and aryl; 

A* and are independently selec:ed froifi: a bond, -CH=CH-, -CHC-, -C(O)- 
, -C(O)NRl0-, -NRlOc(O)-/ O, -N(frW)- f -S(O)2N(Rl0)- f -N(RlO)S(0)2-, or 
S(0) m ; 



V is selected from: 

a) hydrogen, 

b) heterocycle, 

c) aryl, 

d) C1-C2O alk^l wherein from 0 to 4 carbon atoms are replaced with 
a a heteroatom selected from O, S, and N, and 

e) C2-C20 alkenyl, 
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provided that V is not hydrogen if A* is S(0)ln and V is not hydrogen if Al is 
a bond, n is 0 and is S(0)m; 

W is a heterocycle; 
X is -CH2-, -C(=0)-, or -S(=0) m -; 



Y is aryl, heterocycle, unsubstituted oy substituted with one or more of: 

1) Cl-4 alkyl, unsub/tituted or substituted with: 

a) Cl-4alko? 

b) NR6r7, 

c) C3-6 cycfoalkyl, 

d) aryl or heterocycle, 

e) HO, 

f) -S(0)n(R 6 , or 

g) -C(0)NR6l 

2) aryl or hetqrocyc^ 

3) halogen, 

4) OR6, 

5) NR6R7,, 

6) CN, 

7) N02, 

8) CF3; 

9) -S(0)/nR6, 

10) -C(Q|)NR6r7, or 

11) C3-^6 cycloalkyl; 




m is 
n is 
p is 
r is 



0, 1 or2; 
0, 1,2, 3/or4; 
0, 1, 2, 3' or 4; 

0 to 5, provided that r is 0 when V is hydrogen; 
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s is 0 or 1 ; 

t is 0 or 1 ; and 

u is 4 or 5; 



with respect to formula (Il-b) 
(R 8 )r 



V - A 1 (CR 1a 2 ) n A 2 (())R 1a 2 ) n -\W /- (CR 1b 2 ) pX y H ^ N-Z 



or a pharmaceutically acceptable salt thereof, 



(ll-b) 



R2 G 

V 

N N N-" 
R 3 R 4 



{ft* 



R9 is selected from: 

a) hydrogen, 

b) alkenyl, alkyny 
Rl0c(O)NRl0 
RlOOC(O)-, N3 1 



R7a u , r8.a1.a2, V, W, X, n, p, 



respect to formula (Il-a); 



Rla Rib rIO, Rll, m) R2,b3, r6, 
r, s, t and u are as defined above with 

R4 is selected from H and CH3; 



and any two of R2, r3 and are optionally attached to the same carbon 
atom; 




, perfluoroalkyl, F, CI, Br, RlOO-, Rl lS(0) m -, 
, CN, N02, (RlO)2N-C-(NRlO)-, RlOc(O)-, 
, -N(RlO)2, or Rl lOC(O)NRl0-, and 
c) C1-C6 alkyl unaubstituted or substituted by perfluoroalkyl, F, CI, 



Br.RlOO-, Rll 



;(0) m -, R 10 C(O)NRl0-, CN, (RlO) 2 N- 



I 
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Gis 



C(NRlO)-, RlOc(O)-, RlOOC(p)-, N3, -N(RlO) 2 , or 
RllOC(O)NRl0-; 

H2 or O; 



Z is aryl, heteroaryl, arylmethyl, heteroa/ylmethyl, arylsulfonyl, 
heteroarylsulfonyl, unsubstituted or substituted with one or more of the 
following: 

1 ) C 1 -4 alkyl, unsubstituted or substituted with: 

a) Cl-4alko? 

b) NR6R7, 

c) C3-6 cycfoalkyl, 

d) aryl or hpterocycle, 

e) HO, 

f) -S(0)nM f) 

g) -C(0)^r6r/7, y 
aryl or hete/ocycl| 
halogen, 
OR6, 
NR6r7, 

CN, 
NO2, 
CF3; 

-S(0)dR 6 , 
-C(0)NR6r7, or 



2) 
3) 
4) 
5) 
6) 
7) 
8) 

9) 
10) 




11) C3-C^ cycloalkyl; 



with respect to formula pl-c): 
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(R 8 )r 



R 2 R 3 



V-A 1 (CR 1a 2 ) n A 2 (CR 1a 2 )4w/-(CR 1b 2 ) pX N \ / U -Z 



(ll-c) 

or a pharmaceutically acceptable salt thereof, 



R' 



Rla Rib RlO, r11, m , r2 R3,fc6 r7, p , u , R7a r8, a1, a2, V, W, X, n, r 
and t are as defined above with respect to formula (Il-a); 

R4 is selected from H and CHV; 

and any two of R^, r3 and R^/are optionally attached to the same carbon 
atom; / ~| 

G is O; 

Z is aryl, heteroaryl, arylmejfhyl, heteVoandmethyl, arylsulfonyl, 
heteroarylsulfonyl, unsubstjftuted or substituted with one or more of the 
following: 

1) Cl-4 alkyl, unsubstituted or substituted with: 

a) Cl-1 alkoxy, 

b) NRPR7, 

c) C3-k cycloalkyl, 

d) aryl or heterocycle, 

e) HO, 

f) -S(jb) m R 6 , or 

g) -Cj(0)NR6R7, 

2) aryl or heterocycle, 

3) halogen, 



V 





HD 6 / 

UK U ' / 


5) 


NR6R7, ' / 


6) 


CN, / 


7) 


N02, / 


8) 


CF3; / 


9) 


-S(0) m R6, / 


10) 


-C(0)NR6r7, or 


11) 


C3-C6 cyclJalkyl; 
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and 
s is 1; 



and b) an amount of an antineoplastic agent which is a paclitaxel, 
the composition which is effective for treating cancer in a mammal in need 
thereof. 

(Add new Claim 39, th^ clean version providpdimmediately below to read as follows^) 

39. A pharmaceutical composition comprising an amount of a 
prenyl-protein transferase inhibitor which is: 



l-(3-Chlorophenyl)-4-([l-(4-cyanobenzyl)-5-imidazolylmethyl]-2- 
piperazinone; 

or a pharmaceutically acceptable salt thereof; 



and an amount of an 
the composition whi 
thereof. 



intineoplastic agent which is a paclitaxel, 

ti is effective for treating cancer in a mammal in need 



